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Rl 



1 ~4 mmrfu^/mttiiimii^tix *,^v^7 x:i 

;P*Sr*L. R4l±7l<«Mi^. 1 ~4 Ofi^T/P 
t.m^7x-;l^$^^L. X{i^a3~iO<?5r;P=^f 
(fl:4}. (fl:5]. Ht6]. (fl:7)*fci4Hb8) 
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20 




RS 



Ifl:4j 



X = " 



jo. 



30 



X = 



40 



0 M 



X = 



'0^ 



-ham. ^^ayym^. ^/i^^^^-^jm. mm 

[iiM2 ] HR^ ( 2 ) Ht9) 
[fl:9l 




50 



(*>t»R2. R3. R4. R5. R6Jl«*aii:P 

imms 1 if^i i^c{42ic^<o*x3-/i'ro 
Thh^it^vY-j^mfmtit^w ( ppar) 
im^4 ] ft*«i *fc«2t^mT3-/i^ru 

[iS^5 1 iS^l ^/d42{::iE®<0;&xrJ-;wrD 
[000 11 



3 

wm.. ^^ms/m.. d i cm^nmimmm. ± 

[00021 

(^>m^mnzh 0 . «*sffl-c{i ? o o^Aitt< (rm&m 

izmBLx\>^i>b<rm^hs>^. mmm^<m^ *96 
(II30S) . mmtmrn. so^. P25. 199 

[00 0 3] ^yxuyoiteiWj ffl 

fcLTV^S (D i abe t e s Mellitus M 
etabolism. Vol. 36. Suppl. 1. 

P22. 19 87) , zti^cDmibLx.mmm 

-^j:h*>^ yx V y^i^«cm.m^mxh z(D2mm 
mcomiz\i. ^yx^)ymm:b^yy<')y^i^ 
^im(>iixt5 *) . ftimi> 2oo:fri6i*>4>«!it 

ifi^j:^tLX\.^t, 

[ 0 0 04 M i^xu y^m^^iznvxii. ^ yxv 
y^i:m>.*<f)^(,mtix\>^t. wpyrJ'SH, 

WT(SU)^(Oral Hypoglycemic 

Agents, N. Engl. J. Meg. , Vo 
1. 321. P1231, 19 89)ifimiU<&m^tl 

tiK mMwii!^mxi>tm.mcofmm^h^fzif) (d 

iabetic Med. . 1988, 5. 315 

MMcTyl^i Cur r. Opin. Nephro 
1. Hypertens. . Vol. 1, P291, 1 

99 2) z.msmmr^i,^Lx\.^h. 

[ 0 0 0 5 1 ^ u ym&i^LXii. mx *) y 



(3) ^2001-261612 

4 

mZt^\.^t\.'^dXAmi3<hO (Diabetic M 
ed. , 1988, 5, 315. Practice, V 
ol. 13. P33 1. 1996) BSflcMttifiEfflLfc 

[0006] Z<7)X^^fmtht:Mz. jS^fr^c^^ 

y. trsf^'u ^y>^<?Daiffj. !NfiBie5 5-22636 
^im. mm^e 0-511 8 9^^^^, nm-s- 1 

57 5 2 2^^«^) , ^ Jt±E<Of-Ty'J i^':Xi^'>r>' 

mmmizt^fvrt^^Y-jumi^hitm (w 

095/1 81 25) . 7x-;urnt^>'g^«c 
(W09 3/2 1 16 6. WO9 6/04 2 6 0, 

Ti 1-1 58i44^&ffi) . -^ttytmrnw mm 

¥9-323982) . ^Oi^yg^* (!|#B8¥8-3 

2 5 2 6 3) ^A^BBf&^SfT-OOfcS, L*>Lin^>IPfl 

±.^tLi>m (Lancet. , Vol. 350, P17 
4 8, 1997) ti^hh, 

[0007] mix^ yx 0 ymm<mmmt v 
X. m(onmsmii^fi^hhtfi. 

o;^: ( P r o s t a g 1 a n d 1 n s Leukotr 
iens Essent. Fatty Acid.Vo 

1. 53, P385, 1995), Xr,X^ ^S:<^ 

30 yx y ymm^^m-thMUimzia.ms.Tf^mi:^ 
■tS^i{fr'{l^:<ito4'lii@fiTf^ffl t'iJSt toigiltJE 

[00081 -^r, ppARti^r^-frtLxmLt 

T'tPPARa. PPAR/3 (d) , PPARr^**^ 
(oilTlf^S (Lat ru f f e N. and Vame 

cqJ. , Biochimie, Vol. 79, P8 
1, 1997) . PPARaSttflaiJi, jS^ilcBgK 

40 zru- }-^<^»ls^smmm (^ny^fi^-h.K^ 

y>C/U~hm)iiM^'^j:i)^^PPARa^itimmi 

htix^'^i. tt:. ^tzmft:>(yxvymmsmm 
(i-TYV'jyj^mim cr>ms&rwm<r)-uii. p 

PAR r «S1«Lf^fflt i*-ri.<0-Cli^v b ^ttm. 
Tk^S. CiwidtPPARtl^WcrtfeiiJV^TSIfdMi 

t:i±mmiziiLmmmi^m'7x\,^t zbrn^f- 

mhi)Hz^j:^-y^hl. 

[00091 Jn^T. PPARa. PPARrftt. U 

50 mi(>ixx^i::mm. mm''>^m^mtzi>m 



5 

iO<bt9>/> Vol. 190, No. 10. P928. 1 

9 9 9). §fm^j:^i>~XJ>.i::mrf<mt:^t![mm^ 

[00 10] zco xoizp PAR a ttitirimm 
^tm&t)^+»x-^\.^mzX'ox. 

i>\miS,tLXttiti21^<</)^i:mx.xm. 

izm^mK ii*-ommm^j:^mcofK\>^±sej^izm- 

hmtf::iii&m&mmmtixx\''^&. 

10 0 1 1 3 -Ij. ;<?7^n-;l-rntr^yS?#lS5rW-f- 

i>{t^mm£^z^>\>K-:>i)'m^m<f>'o . ttzWM 
5. -mtLx. j^-^yvym^ssmtLxunih- 
fSkmtLXj<^/\^v~j-i U)v^m mifimih 
mm^zmh^wit-^mA . t.tz^nh^m^zm'^ 
wm\zmh^w.. -mmm.. mmmm. ms&. 

[00 121 

ARattz\tr^wmm^L. mzismm^mt. 

/i-^-ttgts. m.'&.\^m^. wm&.-m^. 
mmm. d i c^<7»!iiitttiiii«B». ^la-r^ u 

:tymm»i:mm-hztxf>&, 

[0013] 
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6 

T^-}\^rtt\;:tymmmfi. stv^ppARat^^a 

^^^Uc, ^i>^>. *I6BBJ4. (l)HI^ 
(1) tflllO) 
10 [00141 
[flllOl 

V'^**'^ *^ (1) 
m 

[00151 (ie*. Rlt4^Stl~4c7)fiaftT/l^^ 
)l^ttiiiWm^tlXhS:\>^yji-fUmi^L. R2{4 
7*c*II^^. *BS«. ^«al~4^0^^T;^rJ=^r^xS^ 
20 t{±^ai~4i0fiaT;P^^l^a^^L. R3(i*S 
M^. ^ai~l Oor/l-^/k*. 7x::i/I/«t^ 
1 ~4 coffiar^l-^r/P^^^JiBgi^ixT 

1 Ocor;l^^/l^. gmSitTt^>r->7x::^;PS, (-fb 
11). Hlil2). Mtl3). I'(bl4). (-fkIS). Mb 

lei^Jtut-ifciy) 

[00161 
30 [^bl 1 1 




[00171 

[^bi2l 

RS 

R5 

40 

[00181 
Htl3] 




I 



[00191 
50 [^L141 



(5) 

7 



[0020] 



[00211 

[fl:i6i 




10 



[0022] 20 
[flil7] 




[00 2 31 T'S^flSBMSi&^-r. JtJt'L. CliT 

Mi^i~4cofiar;p^/j'a. ^^i~4ofiaT 

a. ^«itl~4C0fi«r;P3dfi/;{?;l.;K-;P». ffl^ 30 

^(2) Hbl8) 
[0 0 241 



[fl:i8] 




40 



[00251 (ie*R2. R3. R4. R5, R6(ifi 
V-AJi«iSttfl:Sltft(PPAR) a4;tttr#iai 50 
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8 

mttltijtm^Tty*) . ttl. (5)(l)*feli(2)fc£ 

^rrSiSli§Jlllffi^i^v:ti>&l^T-J>D. [6] 
1 1 ]^/v:{i[2){cE«<^XfT3-;l.rotf5i->'BgS©«c 

[0026] 

[0027] ig*3St^L/i, 1 ~4 <Offi»r;U 
^>\^tii. x^;i/a. rotr^i^a. vr 

ne;l«*;rdiy^;l^^*U. «5Kgt3~10<DT 

{i. ;<b4rv«. xbdfv-*, rxjJti^i^m. tfziif 
X^)vm. xf-;l«. Totr;pa. ^yrne;i^. 

7x::^/U«T-B}g?iTyv:K«Sl~4 0fiaT;l^ 

■t-b'J'^Aig, ;<?'J'>Aie. :^tVi^^M.U. 
[00281 *3^l:^<7)4,{c{j, 

[00291 m^zi^mm^<r^mAz-^\^xmm 

aS+^fc^SHS^ (5a) itiii (5b) X'f^^ 

tii,mm:^'r^~n^ro\:;:tymmi*^&i&t l 



(6) ^2001-261612 
9 10 
Xii. (l)HR^ (3a) -C^r^ill^^/Uif^ySl^W *jR^ (3b ) t:'5^$^l^;^;P--Kyg§f^{*i:HIR^ 
( 4 ) X'^^tlh 2 -J\a;<-)-f]^^y-a-)m ( 6 ) t»$*lS;!!/x3-/l^«ctf)T;UTt 

1 2) (3a) T^^tiiA)]^^^ mzm^^tzmz. ^mmsmmcrmmjiiHit'z t 

Vi^fttHR^ ( 6 ) T-*3<x4;&x3-yPii^«c -S^e (5b) •es$iii.^JM;<?x3-/i-raif3j-y 
a ) T'S$*l.l.T;P3-;H5l^(*itc^l,%:tmfc:, mm ( 1) ~ ( 3 ) [fli 1 9]tZ^, 

mmmt'zt-^(5a)T^^tihmmA7- [0030] 

Rl 

C4) (S>> 



C3a) 



<7«) 



fiUtSt (2) 



(6«) 



(3b} 



(3) 



(8) 



filttSC (3) 



CSb) 

[00311 (iC4>Rl. R2. RSaXX/RAiiMi 

(i)R«5t ( 1 ) mmth. tamfSThhHssi^ 

(3a), (3b). (4) aXX/ ( 6 ) T'^$ilS-ft: 

m^irnvht (.-m, (3a), (3b) 

ffifcWLTJi. J. Med. Chem. Vol. 39, 
P 4 7 8 3 , 19 9 6mizmmLtclTmtZX':>X-^&^ 
t&Tiih ) . HRj^ (5a) ^^jS-r&/^«)fcffifflT'^ 



h y AX h ^ H * ;t{4;^& y "fi^ t e r t :/ h s/- K 

a. t y i^'y , h y xf-;i'r s y i . 8 - >''7-rb'i^'^' 

o-7-'>yT-fey (mTDBUi:«rr) ^<0^r«!iS 
a. yf-^Ai^MVrPtf/PTS K (OTLDAtS; 
■t) . yf-'>A'f y7'otr;l^s^:7oA.:^x;PT5 K (W 
TLICAt«rr) ^Jtdyf-'^A'^^lf^f-;!/^!^^ 
(mTL i HMDSi:«rr) m<nmVi)^)-§^T^ 



(7) 

1 1 

nyyy (iilTTHFfc^) . v-'^^/P^yPATS H 
(WTDMFtSrT) , i^'xf-ypx— r;P. i^^^/ix 
A't^^i^V (JaTDMSOtSrr) . =Ji^uuj(^y^ 

S^T'I^ I., RJSi. - 1 0 ox:-i§«Eco^A«o^T^ 

mvi>hip. Mt L<ii- 1 0 o'c~-m.&(7)m^'i, 

S, 10 
[0032] (2)^^(2) mmtl, (7 

(ciBlliRJi^v^*^ 5fetc5^Lt-fl;yi (5a) (Oit^mco 

- 1 0 ox:~j§Mo»^(7)|gH-cTirfig-e*>S3&«. » 

[00331 HR^ (7a) «0<t^«0*S^cOji7t:& 

W&rahym. hUyfU:^omSi. ^'J7/^J^■o;<^' 
yxii't^ymtiXXfp - h/l^:j^yx)Ut-yW^^1&'T 

A, i-'x^;l^x-f;l'^<O^l^rnhytt||iS|*i0g^-C5 30 
y-yp^corafytt^. »8x^;|/. THF, DM 

[0034] -swmizmi/^^tcmizmrttijmt 
Lxii. -iuzmy>^t^tii>*.fmeoj\}3yy{mm%:m 

i^X/P* ^-BExxx^WtS^i&ffl V >X y Kx 
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1 2 

[0035] (3)RiS5!e(3) ^DiBW-S. HK^ 

( 8 ) (^^\,zmm^^j:^mmifm^zmzmmi^j: 

A^ TtJiTK*^ U >> A*?<7)7K*-ft;T;P;>& K ^fcJiT/U 
*'J±IS^S. ^hUn^A^l^^rvK. ^J-hU'^AXh 
h'iJttt;* 'J -^A t e r t r h^i^ F^O^T/l' 

H 'J '>Ai f^«^-b j^-? A^<7)4s«iSffi. 1 1; v'y. 
DBUIf<0Wt8JSffi. LDA. LlCA^/ctiLiHM 

B!. Bfil. yii^yxivHiym. p - h;uxyx;i^*y 

1^*5*. ^rJ'y-yUiJtJiXrJ'ywP^rabytt^ 
eUi^-y. hUxf-zwrSy. THF. DMF. =J 
x.^}Vx.—f)V. DM so. i/^nuyi^y^ ^nuif^ 
;PAfeJ:i^b;l.x>'^tf0^^ro h ytt^lSK)>'e?t^T'# 
s. s*5<i. -2ox:~^ii<o»AcoSH-cT!rig-c3^ 

5. 

[00361-^(8) (OmftJS^^teft^i.*^ 
y:ii:i.tfn^>''>AgSR. llfl:e^i3J:tX7^- 
a-yp. t^x.K^^'y-yl'*>t«x;J'y-;l.^TDh 

yfi^+'C^^^^i^n'A^fflv^sc: trtnisiirtig'c 

fcO, ^J:<Hte« (5b) $-f§S>li:*i-C#?.. ^ 

<^j^iORj6fflg« ,-20 'c-^mmicnm!^\,zii\ rem 
m»imz'hh. (^jsffi2]«s+ra*fl:^ ( 5a) t 
tdi ( 5b) *»/i>lt^i *fettiil*«2^<ofl:^ 

^2,T;W3-;|/, v\7>f K*3tttx;u*yKxxx;i^ 
fcKlB$-tf:x~T/HS^fr»J«WSi tfc: J: oT-^lSisr 
ig-C^^.. MA{f , -tfi&KJ^ ( 4 ) *} J:tf ( 4 ' ) 
lfl:2 o)fc^-r. 

[0037] 

[fl:20l 



13 

0^ 



(8) 
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14 



(9) 



SXA (4) 



(S) 



(1) 



[00381 (iC«t»RlR2R3R4t5i:l«ttffiiBi: ^ 

) 20 

( 1 ) ( 4 ) iwmti> . as«s«rc-fcs-ft^? 

!|*) < 5a) ttiii { 5b) •C^§*tS'<.y vVuaSrSftWc 

E~l 0 0^<OKHTlUfci!r«gTj)S. ffiWBTIg^r^ 

THF. DMF. j;x-^;Ux-r;K DMSO. i^^'o 
o;< y . ^' aD*;WAtJ J: V h^kxy^co^f ro h y 

fi^ltttev^T. mmmx:i>?>, ^htifzyj^y-fU 
(9) fcT;l'3-/P (10) tom^fSizX-yX. X 

-xyHS^^rJB^^-li^BWfc^SHE^ ( 1 ) T'^^ii 

Tri'';<?;l';Kyigx>^7^;Wt tXUmizmmim^^ifi. 40 
ot;i^3&«WK^$ti.S. Ri6ias«, -78ic~}§«<7) 
i|V^3!p\ THF, DMF, S/'X^yl'X-x^K DMS 

n^wm. (4 ' ) ^wm^h. y:t,y-)vwm 
(9) t)\y^ Yt.fd,txm^ymj^7.T-)imm ( i 



ElKA C4' ) 

(1) 

x%h. mmwjAmzm^zvmm^^tK ^a^h 

V^i^Y. ■fhU'^AXhdfi^HiJtJi;<ry'>Ater 

A. :m{t^ U '^A, 1^-^ b 'J '^?A43t«^-bi^»^ 
AlfcT^JSa, trUy>. DBU^:&«lg», LD 
A, LICA*;ttiLiHMDS^<Dr;l^;!{fU^T5 

mtim^xmis^fisvhi,. mmMk^m%\iz\miz 

YV&mk. tUi^'y. Mjxf-;l/TS:^. THF, D 
MF. Vs.^)V:x.-=rA'. DMSO, V9uu:^9y. 

^x%h. 

[00391 *l|BBc7)HR5^(l) ifv:t4(2)fc#i 

( 1 ) 3 - (3-'<.>->-'/l'Jr^i^-4-Xh^x7x 
ii;W) -2- (4-xTy7x>'='ry) -2-;'<f-yl^r 

(2) 2-xb^v— 3- [4-;<h^fv-3- (4 
-Y^iyivaxi^f.'jrtvy 3.—)V) :>'^)Vi[^i/y 3.— 

(3) 2-xh4f>'-3- [4-;<h^v-3- (4 

- M» 7;^J^■DXf•;^7xx;^) x-fyp^r^v^xr: 

(4) 2-xb:^rJ^-3- [4-Xf4fi/-3- (4 
-h'j7;l/Jro;<^;P7x-;k) X^;P:t^5/'7x:=. 

-2-xf-;|/ro>''Cyi| 

(5) 2-'s4f>';k:t'^y-3- [4-Xh^>'-3 



(9) 

1 5 

(6) 2- (4-i^ry:7xy^i^) -3- [4-^ 

(7) 2- (4->f yrne;i/:7xy^>') -3- 
[4-yh^s^-3- (4-M;7yP:to;<^;^7x- 

(8) 2- (4-vTy:7xy^i^) -3- [4'-p< 
b^i^-3- (4-Ml7;^:to^f^;^7x-;l/) J^f- 
;I/:t^i/7x::i;P] -2->xf-;^roy^•>'K 10 

(9) 3- [3 - (3-5^P07x^;P) pff-Zl/it^^ 
S/-4-y N^v-yx:!;!^] -2-xb=^S^rn>'\-ygt 

(10) 3- [3- (3-bHa:^i/7x:^yl/) 
;^:t^i^-4-^b^S^7x:::;H -2-xh^E^>'rn 

(11) 3- [3- (3-x^;^7x^7l/) 

(12) 3- [3- (3-xh4rS/yx::i;P) y^;l/ 
:t^>'-4-y b^x7x~;l/] -2-xh^ri^roM" 20 

(13) 3- [3- (2-;<?7P;K^i^7xx;^) ^f- 
;l/:t^i^-4-^ h^>^7x::i;H -2-xh^ri^Tn 

(14) 3 - [3- (2-yh*v;&;U.if:::;^7x::^ 
;l/) y^;l/:t^>'-4-^h^i^7x::i;H -2-xh 

(15) 3- [3- (2-N-xf';P;^;^Aqe>f;^7 
x-;i/) yf';P:t^s^-4-^h^>'7x::^;H -2- 
xh^i/7"u/\"yK 30 

(16) 3-[3-(4- (4-7';P^7x-;P) 7 
x:i;^) ;^f-;P;r=^>'-4->?f h=^i^7x::i;H -2- 
xh^xTuv'N-yK 

(17) 2-xb^>'-3- [4-^h^i^-3- 
(4-h»J^^ao;^^;U7x-;P) ^f-;P:t^i^7x::: 

(18) 3- [3- (4-r$S^V7x::i;P) yf-;W 
:t^i/-4-^b^>'7x-y^] -2-xh^i^rnM- 

ym 

(19) 3- [3- (4-i/^^;PT5y7x::^;l/) 40 
-X^;P:t^x-4-^h^>'7x-7H -2-xh^i^ 

(20) 2-xh:^i/-3- [4-y h^i^-3- 
(4-7xy^i^7x-;l^) ;^^;^:t^i^7x:::;P] r 

(21) 2-xh:^i^~3~ [4-^h^>^-3- 
(4-7xy^i^7x::i;P) ;<f';P5r^x7x-;P] T 
oM-yBt 7x-;Pxxt;p 

(22) 2-'Xh:^>'-3- [4-^h^>'"-3- 
(4-7x/^S^7x-;P) ;^f-;l^:t=^i^7x::^7^] 7" 50 
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nytySt O^y^xxx;!/ 

(23) 2-Xh^i^-3- [4— fVTP.-K^i^- 

3- (4-7xy^rS/7x::i;I^) ;<f^;l-:t^i^7x- 

(24) 3- [4-yh^r>'-3- (4-hy^^nn 
^^;^7x-yl/) ;^'^;P:t^i^7x::^;l/] -2-xh^ 

(25) 3-[3-(2-N- {KyY:^^^Y-fU 
-2-^)V) -2-N-^f-;Pr5yxf-;P:t^>') - 

4- >?<b^s^S^7x::i;^] -2-xh^x7"n^tyK 

(26) 3- [3- (2-N- (A-^u^^yY^ 
^^Y-)V-2~^)V) -2-N-^f-/l/ra/xf';P 
:t^v) -4~;?<h=\^S^7x:::yP] -2-xb^i^ra 

(27) 3-[3-(2-N- «yy:t^r-9-y-;^ 
~2-A)V) -2-N-^f';^T5yxf';^:t^i^) - 
4-;>( h^>^7x::i;H -2- (4->f yrotryi/7x 

y^v) -2-"^^;pro>'NVir 

(28) 3- [3- (2-N- {^yY^^^Y-)V 
-2-A)V) -2-N-^^;l/r5yx^;W>j-^>-) - 
4->?« h^S/7x:::;H -2- ( 4->f yroe;l/7x 
y^^-) -2-y^;PToy\>i8 

(29) 3- [3- (2-N- (^yy:t^r1^y-;l/ 
-2— fyU) -2-N-yf';I/r5yx^;U:t^i^) - 
4-;^b^i^7x:^;I/] -2- ( 4 ->f y 7-0^/^7 x 

y^i^) -2-y^;pru/>?yK 

(30) 3- [3- (2-N- (^yy^i-^-^-y-;!^ 
-2->f;^) -2-N-;><f^;^r5yxf";l/:t=¥j^) - 
4-y h^rx7x~;P] -2- (4-i^Ty7xy^ 
i^) -2-yf';l/rnyWK 

(3 1) 3- [3- (3- (4-T^if-;^-3-bH 
o^i^-2-robr;^7xy^S^) rndf^^ri^) -4- 
yh^^7x::i;H -2-xhde>'7"o>'tyi? 

(32) 3- [3- (3- (4-r-fef-;^-3-t H 
o^S^-2-rnt;P7xy^pS^) 7-odf^>') -4- 
yh^i^7x-;i/] -2-yh^ri^ro>'N"ye 

(33) 3- [3- (3- (4-rHrf';^-3-bF 
o^r>'-2-rub;U7xy^i^) rn;K^i/) -4- 
^b^ri^7x::i;W] -2-7xy^xrP>'N*yR 

(34) 3- [3- (3- (4-r'fef-;P-3-bK 
o^>'-2-rnb;^7xy^i^) ro;K^>-) -4- 

j?<b^s^7x:i;H -2- (4-s^ry7xy^S/') t- 
uj^ym 

(35) 3- [3- (3- (4-r-bf-;l/-3-bH 
n^i/-2-rnb;^7xy^i^) Tnd^^x) -4- 
^h^E^S^7x-;P] -2- (4-i^ry7xy4ri^) - 
2-^^;Prn/N-yK 

(36) 2-xh^S^-3- [4-^b^>'-3- 
(2- (5-yf-;l/-2-7x::i;^:t=^1^y-;l/-4- 

>f ;p) xh:^^) 7x-;P] rn/N-yg? 
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(37) 2-xhdi-v-2-x^;l'-3- [4-;<h 
^5^-3- (2- (5-;>{^;P-2-7xri;P^^-9-y 
-)V-4-^f\^) Xh=^f>') 7x-yP] TD^tylf 

(38) 2-Xb^i/-3- [4-^yTD,-Kdr>'- 

3- (2-(5-^f-yp-2-7x -;P:t^-9-V'-;l'- 

4- '(;i/) xb^i/) yx-ju] m^^yWt 

(39) 3- [4-^h4fv-3- (2- (5-^f■ 
;^-2-7x— ;W:t^-*^y-;i'-4— f ;l') Xh^i/-) 

7x-;i^] -2-->{f-;P-2-7xy^>'ro>'N"yK 

(40) 2- (4-v'Ty7xy=^fi^) -3- [4- 

(2- (5-;<f-;I/-2-7x-;U3r'^r 
-tV'-;k-4->f;P) xh#i^) 7x-;W] 

(41) 2- (4->fyrntr;i'7xy*^) -3- 

[4-;<h^^-3- (2- (5-;><^;U-2-7x- 
;^3r=^i^'/-;^-4— fyp) xh^^i^) 7xn;i^] -2 

(42) 3- [3- (2-N-<yy>^;^r5yxf• 
;^3i•=^fv-) -4-^h=3fv7x-;P] -2-xh:^ri^r 

(43) 3- [3- (2-N- (4-yat'O'y-f 
fU) r5yx^;P;r^i^) -4-;><b^i^7x-;l^] - 

(44) 2-xh^v-3- [3- (2-N- (4- 
h U 7;l^3rn^f-/K>'y>f ) T 5 / xf-yP3!-=^ >' ) 
-4-;<b^i^7x-;P] rnys-yl! 

(45) 2-Xh4ri^-3- [3- (2-N- (3- 
^f-;Kyy-f;P) r5/xf-;l/:t^x) -4-.>{ h# 
S/7x-/l^] rn^tys 

(46) 2-xh^>'-3- [3- (2-N- (2- 
^VT^O^^i^^yy-f/U) TSyxf-;l':t=¥i') -4 

h^S^7x-;l'] 7t3>'?>'K 

(46) 2-XhdE->'-3- [3- (2-N- ( 5. 

h4fi^'<.yy^:t7xy-2-y^;p) r$y 
xf-;i^3rdfj<') -4-^h=^rJ^7x-;W] runy^ 

(47) 2-Xb:^ri^-3- [3- (N- (4-h'J 

^x7x-/l^] -ra/^ym 

(48) 2-xh4f>^-3- [3- (N- (4-MJ 
y)U:tuKyi^)l') ;>!?;wy\'t>f h^f ><) -4-^ h 
=¥5^7x-;P] -2-;<-f;i/Tuy\>S 

(49) 3- [3->'^'0'<.yf-yP:t=¥i^-4-;>{h 
^^7x:^;l'] -2- (4— fy7'otf;P7xy4f;^) 
-2-^^;l'7"n-'tyi? 

(50) 3- [3-i^i'U^yi')U:t^i^-4-J<h 
^>'7x-;l^] -2-xh^v-2-^f-ykTnnyB? 

J:OM^:S35«, ^AlAibJtOl-lOOOmgSrllHl 
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(10) !K^200 1-26 1612 
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fcLT^att-b/po-x. g®*s*^^>fif^^, mem 

tL-CJ4h'>*n3>'Tyyy, ajl, U yKX^yl'i^'? 

Tjs^ffl. fiM, Wim^. ^s^i. -Hin^. 

10 [0 04 0]£Mt9Ji:LT«. ^3gfl: *iafl:L^?i<« 
a. ten*. hnftnai^iU, ;f U-yjA^Srfflv^fcJS 
jSe*^. J>l.v^«HCO-6 0^»iiiSSttflaB«: 

[00411 

[UttWl] 2-xh:^fi^-3- [4-p<h^i^-3 
- (4-MJ7;P:tn^f-;P7xri;i.) ;><f-;|^>r4fv7 
20 x^;p] roy\-yi!<o-^j£ : mh'fc^i [^b2 3 ] 

[RIBI] 2-xb4fi'-3-bHo^i/-3- [4 

;<^/l':t^v7x-;P] ra/N'yi!xf-;l^xxxyl^<7>^ 
fi£ [^t2 1 ] 
[0042] 



[^t2 1 1 



[00431 AVTn\lA'l^9ya^^l/}VT^y (63 
Omg, 6. 2mo 1 ) SrTHF (20ml ) t^jff 

-70X:tTl. 5 2M-n7'f-;H;f-'>A 'v'^r 
t^y^(4. 0ml, 6. Immo 1 ) SrjDi.J'ti^ 
{c. SiEfS5r0X:^-C#fflL. 2 Oi)^fflJf L/t:. W 
SjefffiS-7 0iCiT?&aU, THF ( lOml ) 
j»Lfcxh#>'M8 x^/Pxxx/KO. 69 g. 
40 5. 2innio 1 ) ?r(9>< OtiSTt^t. K^5r-7 0 

t:i7)i*-c. 2i$iaj«#L/::at, thf < i om i ) 

fc^§J!fLfc4-^h4rv-3- (4-MJ7;l.:to^^ 
yP7x-;l/) ;><^;l.7j-df i^'^yXr^l'T^b K (1 . 6 1 
g, 5. 2mmo 1 ) Srt?)^ < 0 fcaSTL^. RlGjK?: 
-e«0ii(0fflJS'C2. 5iBf^Mf L^fit. ox:^T# 
SL. fi^s-fl:ryt-'>A*}8«[ ( i o o m i ) s^jn 
TLfz. itexf-;^ (100ml) -caa^^iBjs-ttai 

4jS!Bi^vU:<&yyl';&7A^'ovh^^77 
50 ^- (YMC^MSC-20 0fflaa, lOOg. iBIX 
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: ^^^y= 1 : 4-*l : 1 ) T-^SL, ^cOg 
mit^d. 3 0g. 5 6%) ^m&^i^ayrt 

ixnt:. 

'H-N.M.R.(CDCl3,90MHz) 5=7.72-7. 46(b, 4H), 7.07- 
6.79(ni, 3H), 5.19(bs, 2H), 4.98-4.67(b. 1H). 4.22- 
3.75(b, 4H), 4.22-3.18(ni. IH), 3.88(s. 3H). 2.96an 
d2.87(2d, IH. J=4.2and4.9Hz). 1.18andl.l5(2t, 3H. 
each J=7.0Hz). 1.00(t. 3H. J=7.3Hz) 
[00441 [R)52] 2-xh^5^-3- [4-^ 
(4-M;7;l'3rn^^;P7x-;k) ^f- 

lit2 2l 
[0045] 

10 0461 Rl51'Cf§<^n)tr;l'3-/|^ ( 1. 28 
g, 2. 9mmo 1 ) ^iS-fM^Uy (30m 1 ) izm 
mt. M;7yP:togtiS(7ml ) t>J:tXh'Jx^;^>' 
7y ( 2. 7m 1 , 1 7mmo I ) ?rSDX. m^liZX2 
t^mti::. RJEiKS-l^imr* ( 1 0 Om i ) fcr^ 
ML. ^'OD;^;^A ( 1 00m I ) -cttaitjt. wss 

y'U:^yA'ityAi^V3-7h^^y 4- (YMCttSC- 
2 0 On^m. 30 s, »itx^;l. : ^:^-fy= 1 : 8 
-»1 : 4) -CSSSIL, ^<0S6^^ (1. 08 g. 
8 6%) f-i!lfeSBas^n.yri:L-C#^, 
»H-N.M.R.(CDCh,270MHz) ^=7.63(d, 2H. J=8.2Hz), 
7.56(d, 2H, J=8.2Hz). 6.86-6.80(i, 3H), 5.19(s, 2 
H). 4.14(q, 2H. J=7.3Hz), 3.93-3.85(ii, IH), 3.87 
(s. 3H), 3.56(dq, IH. J=14.0. 6.9Hz), 3.28(dq, IH. 

J=14.0. (>.%z), 2.91-2.88(iJ, 2H). 1.22(t, 3H. J= 
7.3Hz). l.lKt. 3H, J=6.9Hz) 

[00471 [RISS] 2-xhdfv-3- [4-.X 
b^v-3- (4-M>7;l^Jl-n^f-;l'7x-;k) .x^ 
;p*^v7x-;i'] Tu/^ywsfD^&i [-(1:2 3] 

[00481 

[fl:2 3i 



(11) :^S2 001-26 1612 

20 

itc, m&izx 2 N -ymtiti- h 'J '^j^Acmm ( i . 3 
m 1 ) ^:Mx.. 1 2m!smuc. sjm^^^m 

L. S^t:* (50ml) S-Jni-it^. 1 N-JSHtC 
Xm&ittt:. aW1!s^»|gx^;l. (50ml) Tttaj 

iSEiSliL, ^coaKKb^ (4 62mg. 92%) 

M^=107~109X: 

»H-N.M.R.(a)Cl3,270MHz) 5=7.62(d. 2H. J=8.2Hz). 
10 7.56(d. 2H, J=8.2Hz). 6.86-6.78(m, 3H). 5.19(s, 2 
H). 3.99(dd. IH, >4.0. 7.6Hz). 3.88(s. 3H). 3.54 
(dq, IH, J=6.9, 14Hz), 3.35(dq, IH, J=6.9, 14.0H 
z). 3.02(dd, IH, J=4.0, 14.0Hz), 2.89(dd, IH. J=7. 
6, 14.0Hz). 1.10(t. 3H. J=6.9Hz) 
[0 0 501 [Sli6fia|2] 3- [3- (2-N- C^. 
yV:t^W-;l^-2— f;l/) -2-N-;<f-;l/T5y 

xf-;U3r^s/) -4-jth^i^y^-H':\ -2-xh4f 

i^7-an>ig<0^jfi : ffK^^b^2 5 [>fl:2 5 ] 
[RJEl] 3- [3- (2-N- ('<.>'V:t=^f-9-y- 
20 ;P-2— f;W) -2-N-;<^;l/rSyx^;P3f^fv) 
-4-j(h^>'y3:=.fl''\ -2-Xh^i^royfylg 
x^;l^xXx/P«0^« [^fc2 4 ] 
[00511 



30 



[fl:2 4] 



"1. 



[00491 Ri52T#^>*l.yt:XXT/Ht:(5 34m 
g. 1 . 3mmo 1 ) SXr^y-zP (10ml) tSffll 



[0052] 2-xh:^y-3- (3-bHn:Sfi^-4 
h^i^7x:=.;l') rny^>'Bfxf-/Pxxx;l' ( 1 - 
02g. 3. 80mmo 1 ) . 2-N- (KyY^^-^ 
Y—)V-2—{)V) -2-N-;<f-;PTSyx:J'y-;l^ 

(730mg. 3. 80mmol). b»j7x-yp*x 
7^y(l. 99g. 7. 6 0mmo 1) tJit/rVv- 

/tfUitiym vx^;Pxxr;Ki. 3 2g, 7. 6 0 

mmo 1 ) ^m^^Vy (30ml) fc}§j»L. MS 
t:T2I^^Lfc. mm:if\3uHi)VJ^ (7 0m 

40 1 ) x'^L. -A^mk. wmsc^^^i^^Mzx^ 

- (MerckttSC-SOOfflSiBi. 60g,»l!X 
^)V :^^^y=2 : 3) "CaSlL. ^<OBfl<Ht^ 
(850mg, 5 0%) ^4!lfeSaBi^^»/rtL■C^I 
it:. 

iH-N.M.B.(CDCl3,270HHz) 5=7.35(d, IH, J=7.9Hz). 
7.25(d, IH, J=7.9Hz). 7.15(t, IH, J=7.9Hz). 7.00 
(t, IH. J=7.9Hz). 6.82-6. 74(m. 3H). 4.29(t. 2H,J= 
7.«lz). 4.15(q. 2H, *=7.3Hz). 4.01-3.92(b. 3H), 3. 
50 75and3.36(2s. eac!i3H). 3.61-3.55(b. IH), 3.36-3.28 



(12) 



2 1 

(a, IH), 2.91(d. 2H. J=7.3Hz). 1.21andl.l3(2t. eac 
h 3H. J=7.3Hz) 

[00531 [Ri52] 3- [3- (2-N- C^-y 
Y:^^^y-fl-2—{f\^) -2-N-^^;PTSyx 

runymfry^^ [^2 5] 
[00541 

[fl:25J_ 



[ 0 0 5 5 1 1 Tl#^^i5txX7";^«c (750m 
1 . 6 9mmo 1 ) ^OL^ J-fV ( 1 5m 1 ) td^ 

•&1!5 (580mg. 8 3 % ) S: SI^S fc LT#fc , 
11#=152M54"C 

iH-N.M.R.(CDCl3,270MHz) ^=7.36(d,lH. J=7.9Hz), 7. 
25(d. IH, J=7.9Hz). 7.16(t. IH, J=7.9Hz), 7.02(t, 
IH, J=7.9Hz), 6.91(d, IH, J=1.6Hz), 6. 85-6. 77 (n, 2 
H), 4.38-4.33(m, 2H). 4.08(t, IH, J=5.«lz), 4.10- 
3.95(ni, IH), 3.83-3.75(m, IH), 3.79and3.30(2s, eac 
h3H), 3.69-3.63(B, IH), 3.52-3.47(b, IH), 3.04(d, 

2H, J=5.6Hz). 1.22(t, 3H, J=7.3Hz) 

[0056] imm3^ 3-[3-(3-(4-r 
-fef-;P-3-bKo^i/'-2-7'ntf;P7xy^i^) T 

uf^ym<^^ : m^it^3 1 ut2 1 ] 

[^1] 3- [3- (3- (4-r-e^;^-3-b 
Fn=^>'-2-rnb:;^7x>/^x) ro^K^i^) -4 

xxx7Pc7)^5K[fl:2 6] 
[0057] 
[ft;2 61 



[00581 2-Xh^i^-3- (3-tKa^5/— 4 

v^i^7x=~>v) rD>'N'yKx^/wxx-fyi^ ( 3 0 

Omg, 1. 1 Imnio 1 ) 5:DMF ( 10m 1 ) fcgl 
ML. 3- (4-7*f-/l^-3-hKndfi/-2-TD 
t;^7Iydf^^) rot/pyp-r-f H {270mg, 
0. 857mmo I ) fcilf^lWrlOA ( 1 38m 
g, Immo 1 ) i&Jni. 9 0X:tc:T3l^fSJja*S:ffo 
RiB«^* (50ml) fcaanL. ftKxf-;P ( 1 
00ml )TftaiLfc. ^r«Ui&*(5 0ml ) K:T3 



!^ffl2001-26 16 12 
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«!|4lS:>-l»;&yyl/;&7A^'avh^^77-f- (Me rc 
VlW^C - 3 0 OfflSil,, 6 0 g , iffigx^;!. : ^^i^ 

y=2 :3) x-muL. mm(7)sm.^ deom 
s. 6 0%) ^rm&Mmi^o-yrtixwz. 

iH-N.M.R.(CDCl3.270MHz) 5=7.59(d, IH, J=8.9Hz), 
6.84-6.72(b, 3H). 6.48(d. IH. J=8.9Hz). 4.28-4.13 
(m. 6H), 3.95(t, IH, J=6.0Hz). 3.82(s, 3H), 3.70- 
3.50(11, IH), 3.40-3.30(b, IH), 2.92(d, 2H, J=6.0H 
10 z). 2.62(t, 2H, J=7.0Hz), 2.56(s, 3H). 2.34(t, 2H. 
J=7.0Hz). 1.6(>-1.45(«, 2H), 1.25-1. 10(b.6H), 0.92 
(t, 3H, J=7.0Hz) 

[00591 [^2] 3-[3-(3-(4-T 
-fe^;P-3-bKo:Sfi'-2-7*oe;l'7xy^i^) r 
D^Kdfv) -4-^b^j^7i-;P] -2-Xh4fj^r 
u/^>WlfO-^& [^2 7 ] 

[00601 

[^b2 71 



20 




[ 0 0 6 1 1 RIB 1 ■C#^,*Utxx-f/K*: (250m 
g, 0. 5 0mmo 1 ) SrTHF (6m 1 ) , ^r?/- 
;K 2m 1) tJilf* (3ml) /klSfli'J^ 
•^A- l**fflj ( 1 0 5mg, 2. 5mmo 1 ) S-Joi. 

tz. KIS?S^SS{:T3I^J«*L. ^r«i^«Sr«ffiS 
30 itJtl^tC. tK ( 5 0 m 1 ) S-ani.. 1 N-JSKt^TS 
ttfl:Lf^SWC, ilKxf-yl/ (10 0ml) T'Bfl^miSrtt 
iUt^. 0M.<r>^mL^ ( 2 5 

Omg, 1 0 0%) ^af6teJli:tT^/i. 
1!I^=111~113C 

»H-N.M.B.(CDCl3,270MHz) 5=7.58(d, IH, J=*.9Hz), 
6.84-6.72(1, 3H), 6.48(d, IH, J=8.9Hz), 4.28-4.13 
(m, 6H), 3.95(t, IH, J=6.0Hz). 3.82(s, 3H). 3.70- 
3.50(b, IH), 3.40-3.30(B. IH), 2.92(d, 2H, J=6.(»l 
z). 2.62(t, 2H, J=7.0Hz), 2.56(s. 3H). 2.34(t, 2«. 
40 J=7.0Hz), 1.60-1.45(b. 2H), 1.25-1. 10(b.6H), 0.92 
(t, 3H, J=7.0Hz) 

[006 21 [||ii0l|4] 2-Xh^5^-3- [4- 
^V^i^-S- (2- (3-yi^)V-2-y 3^-)Vir^ 
H^y_,^_4_^,i,) xhdfx) yx.-)^^ rx^nym. 
<ry^^:m^\t^3(> [<b2 9] 

[RJEl] 2-Xbi^i^-3- [4-^h^v-3- 

(2- (5-;<f•;^-2-7x-;^3^■^1^y-;^-4- 

>f;k) xh:^ri^) 7i-;k] ruA'yi?xf-;PxXT;l' 
<^|K ['fb2 8] 
50 [00631 



(13) 



2001-261612 



23 



2 4 



1^281 



occ^cn6 



[00641 2-Xh;^v'-3- (3-hHn^v-4 
12g. 4. 17mmo 1 ) ^DMF (20ml ) fc^ 

»t. 2- (5--x^/^-2-7x-;^:t=^E■1^y'-;^- 
4— x^'Z-yMrJ'yx^i^^yKxxx^P ( 1 . 

4 1g, 5mmo I ) S-Jpi.. 14 0"Ct;T12^^ 
m^-yt:. KIESSS:* (1 0 Om 1 ) izmaL. Wm 
xf-;P ( 1 0 Om 1 ) TtttiJL^:. (10 0 

m I ) iZXSmmWL. *!l*Bgg?V^:^^v'>AtCTSejg 

- (MerckagC-3 0 0fflSa&. lOOg. IHg 
X^;l/ : '^^^f y = 1 : 3^ 1 : 2 ) X'mmt. 
BWfl:^ (82 0mg. 4 3%) ^itfe^^s^O-yr 

iH-N.H.R.(CDCl3.270MHz) 5=7.99(d. 2H, J=7.«Jz). 
7.47-7.39(m, 3H). 6. 84-6. 72(in, 3H9, 4.28(t, 2H, J= 
6.9Hz), 4.16(q. 2H, J=6.9Hz), 3.95(t. IH, J=7.3H 
z), 3.83(s, 3H), 3.64-3.53(n, IH), 3.39-3.27(id, 1 
H), 3.04(t, 2H. J=6.9Hz), 2.91(d, 2H, J=7.3Hz), 2. 
37(s. 3H). 1.22(t, 3H. J=6.9Hz), 1.15(t, 3H. J=6.9 
Hz) 

[0 0 6 51 [Rje2] 2-xh^v-3- [4-;* 
h#i^-3- (2 - (5-;><f-;l/-2-7x-yl^3r^-9- 
V'-;P-4->fyl^) xh^i^) 7x^;P] ro^N-yK 
CO^IS [-(b2 9] 

[0066] 

[fl:2 9] 

[ 0 0 6 7 1 SJB 1 ■C»/5it:txX7^;Wlc ( 8 2 0 m 

g, 1. simmo 1 ) ^mm\<nms3hnwz%: 

SL. SSoaW^^ (4 lOmg, 5 3%)^efe 
ISfifc LT^fc. 

lLii=9(K93°C 

»H-N.H.R.(CDCl3,270MHz) 5=8.00-7.%(b, 2H), 7.48- 
7.44(id, 3H), 7.04(s, IH). 6.83-6.80(b, 2H), 4.33 
(t. 2H. J=8.5Hz). 4.14(t. IH. J-5.9Hz). 3.86(s, 3 
H), 3.71-3.62(ai, IH), 3.57(b, IH), 3.13-2.87(b. 4 
H). 2.36(s, 3H), 1.24(t, 3H, J=6.9Hz) 
[00681 [5UtM5] 2-Xh:^fi^-3- [3- 
(2-N- (4-MJ7;l':to^^;Kyy>f;P) T5 



10 



yx^;i^^dfi^) -4-->«K#j^7x-;H ro/tys 

[RI51] 3- [3- (2-N-tert-:7'h^i^ 

;U] 2-xbilri^roysyKxf-;|/XXT;K7>^)«. [-(b 
30] 

[0069] 
[fl:3 0] 



t 



[00701 2-xh:^S^-3- (3-bKo:^>'-4 
h^i^^x-;^) rnv'N-yKJi^^l-xxT/^ ( 1 . 
12g,4. 1 7mmo 1 ) i:N-t e r trh^S^;<r 
}Vif^ZL}\,-2-riJ:s^9J-)V(\. 2 3g, 7. 6 
Ommo 1 ) ^fflV^TIIjte^2cORjElfcP)«{CjraL 
^^OBKKk^ (1. 3g, 83%) Srilfe^^ 

iH-N.M.R.(a)Cl3,270HHz) ^=6. 84-6. 78 (m. 3H), 5.22 
(bs. IH), 4.18(q, 2H, J=7.3Hz), 4.05(bt. 2H, J=6.0 
Hz), 3.%(t, IH, J=7.3Hz). 3.85(s, 3H), 3.64-3.50 
(m, 3H), 3.40-3.32(0, 1H9. 2.93(d, 2H, J=7.3Hz), 
1.45(s, 9H). 1.24(t, 3H, J-7.3Hz), 1.17(t, 3H, J= 
7.3Hz) 

[0071] [R*B2] 3- [3- (2-r5yx^ 
yl/it^i^) -4-^h^i^7x:^;^] -2-Xb^>'r 
ny\-ySxf-;i/x;^7";Pc7>^ft [-(1:3 1 ] 
30 [0072] 
[<b3 1 1 



[0073] SIS l-C#<i>it/v:*-M'^>fhi*c(l. 0 
g. 2. 4 3mmo 1 ) i^V^i^^V (1 2ml ) fc^ 
IBL. (4ml ) S-Joi. SlBfc 

40 TSiemfUc.RieSE^* (100ml ){caSD 
MW^ani-TJSfflti: Uf^at. ^'ao*;l^A ( 1 

0 0m 1 ) tcTiftajLJt. ill^^^J^s$■il*«5»-^^U'^A 

{CTfaSL. ^?g^«ffij®liLT^cOBW^k^ (7 
50mg, 9 9%) SrMfejgBHi'O-yTtLTfiit. 
[0074] [^3] 2-xh^i^-3- [3- 
(2-N- (4-h»J7;l'3ro^f-;Kyy'f;l^) T5 

Xf-;I^XXT/P<?>^« [-(bs 2 ] 
[00751 
50 [fl:3 2l 



(14) 




[0076]4-hU y)U:i^tij<^Jl^M.WSt (330 
mg. 1. 73inmo 1 ) iTHF (5inl)fc:««f 
1. l-;*;P;K-;Ph*X^ syV-;K281in 
g, 1. 73mino 1 ) SrJni.. 6 O-CtT 2 O^IS« 

(365mg, 1. 1 7inmo 1 ) teJ;t/t'Ji^> ( 1 

om 1 ) m^iizx 1 2f^^^Ltz, 
mmst. mi^hfz&iZTi: (50ml) ^mt. m 
ijx^yi. (10 0ml) izxmiifT^ti. ^mmm 

fl^//yJ>,i'a'7hi^yy^— (Me r c kitJ!iC-3 0 
Om&. lOOg, gffigx^/P : /^:^f1»-i^= 1 : 3-* 
1 : 2) TffiSL. I^coae^b^ (5 30mg. 9 
4%) i&*tfe]iBBv-o-yrt L-r#/v:. 
iJf-N.M.R.(CDCl3,270MHz) ^=7.92(d. 2H, J=8.6Hz), 
7.70(d, 2H. J=8.6Hz). 7.13(bs, M). 6.90-6.80(11. 3 
H), 4.22-4. 14 (m, 4H), 3.%(t, IH, J=7.3Hz), 3.90- 
3.80(b, 2H), 3.82(s, 3H). 3.66-3.55(i«. IH), 3.39- 
3.29(i. IH). 2.93(d. 2H. J=7.3Hz). 1.24(t, 3H, J= 
7.0Hz), 1.16(t. 3H, J=7.0Hz) 
[0077] [S:K4] 2-Xhdf5^-3- [3- 
(2-N- (4-by7;Wjrn>^;l^yy-f;l^) rs 
-4-^h^ri^7i-;l/] Tn^^yK 

to^^ [t:3 3] 
10078] • 
[fl:3 31 



[0079] ^3X'nhtltz:i:.XT-f\^ii^ (520m 
g) 5:IUS0«lc7)R*53tRait«IU. ^OSfKHH 
^(492mg. 10 0%) «-ilfe2l!B$^O.y7-fcL 
Tf§/c. iH-N.H.R.(CDCl3,270MHz) 5=7.92(d. 2H, J= 
7.9Hz). 7.70(d. 2H, J-7.9Hz). 7.12(bt. IH. J=5.3H 
z), 6.88-6.80(1. 3H). 4.21 (t. 2H. J=5.3Hz). 4.06(d 
d, IH, J=4.7, 6.9Hz), 3.81 (s, 3H), 3.84-3.80(«, 2 
H), 3.74-3.42(iD, 2H), 3.06(dd, IH, J=4.7, 14.2Hz), 
2.%(dd. IH, J=6.9. 14.2Hz), 1.19(t, 3H, J=6.9Hz) 
[00801 2-xb^$^-3- [3- 

(2-N-(5. 6-i^'^h^>"<.yyf-:t7xy-2 

;p] ro/^yi&o^js : 9^it-^4 6 [fl:3 5 ] 
[SJiBl] 2-xh:^fv-3- [3- (2-N- 



10 



20 



30 



:NfS2 001-261612 
26 

(5. 6-i^*.?<h^v-'<.>'y'^5j-7xy-2-y-<;u) 

TSyx^;k>r^i^) -4-^h^v7x-;l'] Tan 

ym xf->i.xxT;i^<^jfi[fl:34] 

[00811 



[^b34l 




[0082] 5. 6->''.Xh^i^O'yf-:t7xy-2 
(4 1 7mg, 1. 7 5mmol)t||M[ 
g(5c0^2-Cil^.nitr5>'fl£ (365mg. 1. 1 
7mmo 1 ) ^fflV^T. llli«a(5^Rl53i:^KJ!ffll 
LT. ^iOae^Kt^itlj (54 0mg. 87%) ^iffe 

•H-N.M.R.(CDCl3,270MHz) *=7.67(s. IH). 7.25(s, 1 
H). 7.20(s, IH), 6.92-6.84(B. 3H). 4. 22-4. 14 (i. 3 

H), 3.9^3.90(11, 2H). 3.97,3.98and3.87(3s, each 3 
H), 3.87-3.81(111. 2H). 3.66-3.55(iii, IH). 3.40-3.29 
(m. IH). 2.93(d. 2H.*=7.3Hz). 1.24(t. 3H. J=6.9a 
z), 1.16(t, 3H, J=6.aiz) 

[0083] [RJC2] 2-Xhdri^-3- [3- 
(2-N- (5, 6-y;><h^j/'<.yV'^jr7xy-2 

->'-<;i') rsyxf-yp^r^i^) -A-jty-^^-yj:- 

[00841 

[fl:3 5l 




[00851 SiBlt:itfeitJtXXir;W#: (520m 

g. 0. 98mmo 1 ) immK^ms tmo^m 

SL. ^coaft^Hb^iHs (4 80mg. 97%) ^Sfe 

»H-N.M.R.(CDCl3,270MHz) 5=7.69(s, IH), 7.23(s, 1 
H). 7.18(s. IH). 7.03(bt. IH. J=5.3Hz). 6.88-6.79 
40 (a, 3H). 5.70(bs, IH). 4.20(t, 2H. J=5.3Hz), 4.06 
(dd. IH. J=4.9, 6.9Hz). 3.%,3.93and3.84(3s. each 
3H). 3.85-3.80(B. 2h). 3.68-3.57(b. IH). 3.51^.40 
(m. IH), 3.05(dd, IH. J=4.9. 14.1Hz), 2.97(dd. IH. 
J=6.9, 14.1Hz), 1.19(t, 3H, J=6.9Hz) 
[00861 [|lifeCT7] 2-Xh^i^-3- [3- 

(N- (4-^>J7;^i^■o^f•;^'<.y>f;^) pttfu^^^ 

J«:fi^^^4 7 [^3 9] 
[RJSl] 3- [3- (tert-yh=3f>';{r;|/#:^ 
50 ;Mf-;P3r4fy) -4-^h=^f>'7x:i;l/] -2-xh 



( 

27 

[0087] 



I 

[00881 2-:x:h^i^-3- (3-bHn^v-4 
h^>'7x::i;P) 7'ny\-yKxf>;Px>Ciryl/ ( 1 . 
Og. 3. 7 3mmo 1 ) h^n^g^t e r t^f-zP 
XXx^Kl. 4 6g, 7. 4 6inmo 1 ) 3&*^>||]te0! 
3C7)R«1 tH«(Cj!rat. |gS(7)aW^b^ (1.3 
4g. 94%) 

iJf-N.M.R.(CDCl3,270MHz) ^=6.82-6.80 (m, 2H), 6.72 
(d, IH, J=1.3Hz). 4.56(s. 2H), 4.17(q, 2H, J=7.2H 
z). 3.94(t, IH, J=5.7Hz), 3.86(s, 3H). 3.62-3.56 
(m, IH), 3. 36-3. 30 (m. IH), 2.91(d. 2H, J=5.7Hz). 
1.48(s, 9H). 1.23(t.3H. J=7.2Hz), 1.16(t. 3H. J=7. 
2Hz) 

[0089] [Ril52] 3- [3- (;*y|/;K^r>';<^ 

oywK x^zi/xxx^^co-^^ [>fb3 7 ] 
[0090] 
[^t3 7] 




[009 11giBlT#i?>*i3t>?xXx;H<c(l. 34 
g. 3. 5 2mmo\) i:mim5C0Rfii2bmm{^zm 

mt.mcomit^ii. i5g, ioo%)S:ii 

iH-N.M.R.(CDCl3. 270MHz) ^=6.94-^.83(b, 3H), 4.67 
(s, 2H). 4.18(q. 2H, J=7.3Hz). 3.%(t. IH, J=5.9H 
z). 3.88(s. 3H). 3,66-3.55(iD. IH). 3.40-3.29(ni. 1 
H), 2.93(d. 2H. J=5.9Hz). 1.24(t, 3H, J=7.3H2), 1. 
16(t, 3H, J=7.3Hz) 

[^3] 2-Xh^S^-3- [3- (N- (4-h 
y:7;P:tn;<f-;l/'<>'x;P) i!jfW<^-( )U:?(h^>^) - 
4-;^h^ri^:7x-;H ru/<yWt xf-;i/XXx/l/co 
^i£[fl:38] 

[0092] 

[fl:3 8] 



5) ^^2 0 01-26 1612 
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10093] R^2Tnhtlfz:^)U4(ymi^ {600in 
g. 1. S3mmo\) }i4'-hVy)U:^U^i-)i^y 
'J)\^r^y (644mg, 3. 68mmo 1 ) imMi 

5(0^3 1 mmiz^mt. ^<^smt^m (720 

10 mg, 81%) Sr*lfejSHBi^o-/ri:LTf|7to 
iH-N.M.R.(CDCl3,270MHz) ^=7.58(d, 2H, J=8.3Hz). 
7.52(bs. IH). 7.38(d. 2H. J=;8.3Hz). 6.92-6.86(ni. 2 
H), 6.78(d. IH. J^.2Hz). 4.60(s. 2H), 4.59(d, 2H. 
J=7.9Hz). 4.18(q. 2H. J=7.3Hz), 3.95(t. IH, J=7.3 
Hz), 3.70(s, 3H),3.67-3.56(m, IH), 3.39-3.28(ii. 1 
H), 2.93(d, 2H, J=7.3Hz), 1.25(t, 3H, J=7.^), 1. 
17 (t. 3H, J=7.3Hz) 

[0094] [Ri54] 2-Xh^>'-3- [3- 
(N- (4-by7;^:tn^^;Ky>'» 

l£[^t3 9] 
[0095] 
Ut3 9] 




[0096] R^3*C#i^iTJtXXx;l^ (720m 
30 1. 4 7mmo\)i:mmiC0RSi3t^m(>zm 
at. ^coa6^L^% (680mg. 100%)5:«l 

iH-N.M.R.(CDCl3.270MHz) ^=7.58(d. 2H, J=7.9Hz). 
7.54(bt, IH. J=5.6Hz).7.37(d. 2H. J=7.9Hz). 6.90(d 
d. IH, J=2.0, 8.3Hz), 6.85(d. Ih. J=2.0Hz) .6.79(d, 
IH. J=8.3Hz), 4.64(s, 2H). 4.^(d. 2H, J-5.6Hz). 
4.06(dd, IH. J=4.6, 6.6Hz). 3.69(s. 3H). 3.65-3.42 
(b. 2H). 3.05(dd. IH. J-4.6. 14.0Hz).2.%(dd. IH. 
J=6.6, 14.(»Iz). 1.19(t. 3H. J=6.9Hz) 
40 [0097] [mSmSl 3- {3-^y'J)U:^^i^ 

-4->><h^>'7x-;p) -2- (4-i/ry7x/^ 
i^) -2-^^;Prn>'>?yKo^«: ['fK42] 

[RKl] 3- {3-^y'JjU:^^i^~4-?(h^i^ 
7x:i;^) -2- (4->'ry7xy^^) -3-bH 
n^>'-2-^f-;urohr>ryK xf-zi/xxx^uco^ 
« [fl:4 0 ] 

[0098] 

[^1:4 01 



{ 

29 




[0 0 9 91 3-'<.yy;l':t^y-4-^h*>"<.>'X 
r;WTtH(3. 63g, 1 5mino 1 ) t 2- (4- 
i/rJVs.J^-y) Tx3ny^ xf-;i^xxf;P (3. 
59g, ISmmo 1 ) *»/i>|||fi«^l<OR*Sli:HaHc 
^cOBfl<Hfc^(6. 06g. 92%) 

iH-N.M.R.(CDCl3,270MHz) 5=7.52-7.29{ii. 7H), 7.01- 
6.74(1, 5H). 5.12(s, 2H), 5.06(d, 0.8H. J=3.7Hz). 
4.98(d, 0.2H. J=4.3Hz), 4.20-4. 15(b, 2H). 3.89(s. 
3H), 2.98-2.85(11. IH). 1.32(s, 3H). 1.18(t. 3H. J= 
7.3Hz) 

[01001 [Ri52] 3,- {3-'<^-y-JA'ii^ly- 
A-^V^'yys.-)V) -2- (4-v-ry7xy^ 
-2-;<^^l/rotf^yi!X^;l/XXir;U0^^ 

[fli4i] 

[0101] 

[fl:4ii 




[01 0 2] ^lTmii:'::r;P3-/H* (6. 0 
g, 1 3. 6mmo 1 ) Sr||ttfi^l<0RB2 tl^ai{C«l 

at, ^«B«-fi:^(2. lOg, 3 5%)$-i!ife 

iH-N.H.R.(CDCl3,270MHz) 5=7.54-7.25(«. 7H), 6.84- 
6.74(1, 5H), 5.13(s, 2H), 4.13(q. 2H. J=6.9Hz), 3. 
88(s, 3H). 3.23and3.04(2d. each IH. J=14.2Hz). 1.4 
0(s, 3H), 1.16(t, ^. J=6.9Hz) 

[0103] [R(E3] ^- K3-^yi/}Vii^-y- 
A-^Y^vys.-A') -2- (4-i^Ty7x>'4f 
1^) - 2 -;>{^;Prot:ti'K ['(fc4 2 ] 

[01041 

[^4 2] 




[0105] R*52Tll4>ii/::xxr;l-«c ( 7 1 Dm 
g, 1. 39mino 1 ) ^||it0l|l<O^32:R«(Cjt!l 



16) 1^2001-261612 

30 

atr. sscoBWfl:^ ( 5 1 omg. 1 7%) *a 

fert;l'7 rxBI«£i: 

>H-N.M.R.(CDCl3,270MHz) 5=7.51(d, 2H, J=8.9Hz). 
7.41-7.28(1, 5H), 6. 84-6. 74 (i, 5H), 5.70(bs, IH), 
5.14(s. 2H), 3.88(s, 3H). 3.25and3.07(2d. each IH, 
J=13.9Hz), 1.42(s, 3H) 

[0 1061 [iiiS0i9] 2- (4-£^ry7xy^ 

v) -3- lA-jfh^i^-S- ( 4 - h 'J 7;^^^;>< 

10 o/N->ig : m^it-^a [-fk4 5 ] 

[RiBi] 2- (4->'ry7xy^v) -3- (3 

-bKn=^r^-4-^ h^v-^x-zU) -2-j>{f-;Wr 
oyNVUx^/i-xxr^Pi^^ [ft;4 3 ] 

[0 1071 

[ft4 3l 




20 

[01081 mm8comb2X'^^ti^<y'j)]4t^ 

(1. 38g. 3. 1 Ommo 1 ) ^X^y-;K3 0 

m 1 ) izmmt. ^Ryi^mmmmzz i o%-^^^i^ 

{5 0%^:i(ffa) ( 3 8 Cm g ) SrJPi., M 

)Vii'7M,9xi'7Vyyy ^~ (Me rckaSC-3Q 
Offliffi, 5 0g, »KX^;I. : ^^f9-y= 1 : 3) T 
»iSL. ^SoaWfl:^ (9 60mg, 8 7%) Sril 
30 ^m'y'a yrtLxntz, 

iH-N.M.R.(CDCl3,270MHz) ^=7.53(d, 2H, J=8.9Hz), 
6.8>-6.66(b. 5H), 5.58(s. IH). 4.20(q. 2H, J=7.2H 
z). 3.88(s, 3H), 3.25and3.09(2d, each IH, J=13.8H 
z). 1.51(s. 3H), 1.19(t, 3H, J=7.2Hz) 

[01091 [RJE2] 2- (4-i^ry7xy^ 

i^) -3- L4-:>(h^y-3- ( 4 - M) 7yl/:tO^ 
"J-jUyx-iD ^f-;Pjr=^fi^7x-;l'] -2-^*^)1^7' 
ny\-yi?x^;pxj^x;K7)^^ [fl:4 4 ] 
[01101 
40 [•ft;44] 




[0111] raeiT'#^>iTJt7xy-;t* (71 Om 
g, 2mmo 1 ) fc4-M»7;l^:ta;X^yP'<.yj/;l/ 
T'ov-f F (7 1 7ing, 3mmo I ) SrfflV^T. 

50 «^3(o^ 1 &i^{:3t!»t. mmc^sm.^ ( 9 7 



31 

Omg. 94%) 5:*lfe^Ji^D yrtLT^Tt. 
»H-N.H.R.(CDCl3,270mz) 5 =7. 62-7. 49 (n, 6H). 6.86- 
6.71 (b, 5H), 5.17(s, 2H), 4.13(q. 2H, J=7.3Hz), 3. 
89(s. 3H), 3.23and3.06(2d. each IH, J=13.9H2), 1.4 
l(s, 3H), 1.15(t. 3H, J=7.3Hz) 

I0112J [r;E3] 2- (4-i^r>'7xy^ 

>-) -3- [4-^h=^>'-3- (4-Ml7;k3j-0^ 

oytyK<:^jS[^b4 5] 
[01131 
[fl:4 5] 




[01141 R«2'C»i5>*l.3tXXT;l^ ( 9 5 Om 

g, 1. 85mmo 1 ) iSrUffiM 1 tORJES t l^tttSfl 
at. ^<OBW-(t^f% (750mg, 84%) SrSfe 

iH-N.M.R.(CDCl3,270MHz) 5 =7. 66-7. 50 (m, 6H), 6.86- 
6.74(11, 5H), 6.40(bs.lH), 5.16(s, 2H). 3.88(s, 3 
H), 3.28and3.07(2d, each IH, J=13.Hz), 1.42(s, 3H) 
[01151 [iUtWlO] 3- is-i^ifa^yi- 

;P:t^v-4-^ h^j^7x-;P] -2- (4— <yT 

olf;k7x/df>-) -2-^^yPron-v»(^)^^:«^ 

^fl:^4 9 [fl:4 8] 

[RI51] 3- [3-i/:7n'<yf-;l':t^i^-4-^ 
h^v^x-zP] -3-bKD:^j/— 2- (4-> f yr 

[fl:4 6 ] 

[01 161 

[fl:4 6l 




[01 171 2- (4-^yroK';w7xy^>') ro 

ytyif Xf-;PXXT/K 1 . Olg, 4. 3mino 

T)Vir'tY-(l. 14g, 5. 2mino I ) Srfflt-^TH 

teffii 1 (r>m 1 i: naitjiaa lt . ^wsfitKb^ 

(803mg, 42%) ^^ItfevO-yri: 
'H-N.M.R.(CDCl3.90HHz) 5=7. 14-6. 91 (n, 3H), 7.01 
(s, IH), 6.91-6. 75(iD. 3H), 6.74(d, IH. J=8.8Hz), 
5.12-5.02(b. IH). 4.90-4.62(ni, IH), 4.22(q. 1H.J= 
7.4.Hz). 3.84(s. 3H). 3.16-2.69(b, IH), 2.03-1.42 



10 



(17) !^il2001-261612 

32 

(m. 8H), 1.36-1.10(m. 12H) 

[01181 [KK2] 3- [S-i/^U^y^lV:^ 

=^f^^-4-->^^^>'7x-;^] -2- (4->f yrot 

/K7>^l« [^b4 7] 
[01191 
[fl:4 71 

[01201 RiBl T#<^n)tT;^3-;P* {400m 
g, 0. 88mmo 1 ) immi<r>^2hnWiZ^ 
at. ^c^)BKKb^!Bg(353mg, 91%) 

>H-N.M.R.(CDCl3.90MHz) ^=7,12-7.01 (m, 2H). 6.99 
(s, IH), 6.99-662(11, 4H), 4.76-4.65(id. IH), 4.21 
20 (q. 2H. J=7.1Hz), 3.82(s. 3H). 3.30and3.05(2d, eac 
h IH, J=14Hz), 2.83(quintet, IH. J=6.8Hz). 2.03-1. 
48(m. 8H), 1.38(s. 3H), 1.23(t, 3H, J=7.1Hz). 1.20 
(d, 6H, J=6.8Hz) 

[0 1211 [^3] 3- \.3~>^9u^y^)V:i 
^l/-A-:AV^i^y:j^=^)V^ -2- (4--fyrnl:f 
yp^xy^i^) -2-;^^;l/roy>fyKo^fiE [^1:4 
8] 



30 



[01221 
[^k4 8l 



cocrt 



[01231 RIEI Til^>iTJtxX7';I^ (318m 
g, 0. 1 2mmo\) ^mm\<^^3tWISAZ^ 
at. ^<OS6tKb^!|i5(319mg, 10 0%)2ril 

40 'H-N.M.R.(a)Cl3,90MHz) 5=7.22-7.04(b, 2H). 7.01- 
6.66(b. 4H), 6.88(s, IH), 4.82-4.61 (b. IH), 3.83 
(s, 3H), 3.31and3.14(2d, each IH. J=15Hz). 2.86(qu 
intet, IH, J=7.1Hz), 2.03-1.48(b. 8H), 1.43(s. 3 
H), 1.21(d, 6H, J=7.1Hz) 

[01241 [StSif^l] PPARafcAt^PPAR 
rT^-:^V^m<mm(in vitro) 
-m: ( I ) T'^S*l.-l.*^Wt^1ijA*PPAR^m 

50 <Da^ 



33 

1) hhPPARa. rS^gfrS-fflV^fcyPj^^x^ 

tl^ SE#One->'W7'y y h\ tfzli. Two-V\-f 

[0125] ^mcom^m^&f-vhh G a 1 4g^« 

fe' (TK) rnt-:?-oiffiTt:;l-i^ 
yxy—m&F due) ^toi^.-K-^'-r^xs 
HtLT, PGL2-UAS5-TK- luci&f^L 

[0126] -r^i)^. TK7-ot-:5'-?r top RL 
-TK (ffi^Jffe. To^Xf, Xf^'D^^No. E224 
1) ^i^fcLT. 

S'Tv^-?- (E5>l#^l ) : 5*-GCTAGATC 
T (CGACGGAGTACTGTCCTCCGAGC 
T) X2CGAGGCCCCGCCCAGC GT 
CTTGTC-3\ 

B'T^^V- (E^#^2) : 5'-TTAAGCTT 
CTGCGGCACGCTGTTGACGCTGTTA 
AGCGGGTCGCTGCAGGG-3' 
Srffll^T U A S ^ 2 mis 0)1 Lstx WN^l^-iJJiJcDT 
agfcTKrot-:?- (-1 0 5/+5 1) 
SDNABr>T-$^PCRtJ:01i*a. Xhol-Hi nd 
III •C*!JiH*pGL2-Bas i c vector 
Promegatt. ;<?:J'orNo. El 64 

o I-Hi nd I I IgWjl[fc:lfALpGL2-UAS2 

-TK- 1 uci^^it. (JctC. Ga 1 4l&ga;jn|i^ 30 

5*-ATTGGTAC (CGACGGAGTACTG 
TCCTCCGAGCT) x 3 AGATCTCGAC^ 

KpnIfcBgl 1 l-CflJBr^pGL2-UAS2-T 
K-1 uc<^KpnI-Bg 1 1 l^&.lzmXLXpG 
L2-UAS5-TK-1 uci&#tlt3t. 
[012 7] »&Ga 1 45a<:0DNAite^JS«;<?;P 
-i^^v-zl^^leJgtc^rtS^iilcb hPPARatf^ti, 

PSG5 (ffiftfS. STRATAGENEtt. ;>&:J'n^^ 
No. 216201) Sra*iSBS'<.^':5'-i:LTTat 

[0 1281 Gal 4SacODNA*S^««?, ISSA^ 
(i. 1 4 7#i4-COr$ yKiB»JiS:3- H-ri. D N AT 
aStct hPPARa*;^(±rS§*<D'J;!fym^« 
rj- H-tl> D N Aij^y V-Ati^o i d tcM^LT p 
SG5 (ffiilhfe) torot-^'- • xy/Ny^-liJStO 

m&:t^<. bhPPARai<:«irS^*|ao»J;<f>K 



(18) !^200 1-2 6 1 6 1 2 
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^-^iSiOT$y3l5SSfc:liSV-4 0T-ant i ge 
niStWJK^tTi':/-^^!^. AlaProLysLysL 
ysArgLysValGly {W^W^A ) i&ffif* 
id^DNAffi^ilt L^vi, 

[0 129] hbPPARatit«irS§«C(7)»J?5r>K 
LTfflv^^rtiljSiie^SP^i-Ji. R. Mukh 
erjee<a(J. Steroid Biochem. 
Molec. Biol. , Vol. 51, P157(l 
994) #Hg) ^ M. E. Green/a (Gene 
10 Expression. , Vol. 4. P281 (19 

95)#gg) tettSii>ibhPPAR ^mwffyim 

t hPPARa'J;!^^^^^: Se r>67-Ty r 

468 

t hPPARry;<f:^KIS^lS: Ser»T6_Tyr 

478 

(thPPARrlg^«c. \^VVPARr2^mWX' 
«Ser»*-Tyr606t:fflSL^ ^<PtJM!?!l'C 

) ^n-H^&DNA^ffifflL:^:. ^tz. 
20 ¥tC^tri.l^£t-;5'-^^<. PPAR'J^yyb'IS 
^«*^!:*LfcGa 14gaODNA»g^«. 1# 
B*><i> 1 4 7#a<^T5ySffl5IIfc SV-4 OT-a n 
t i ge nC7)e[^ffi^;5^-^;Pco;^iL?:n-H-t*DNA& 

[013012) hhPPARatfeJirSm^ffl 

Lfc. -r**)-^. :?';K-y3i5Jgg>f-^^;|.^«i (DME 

M) t^B&iaaijfd ntergenth, ;<?^D^N 
30 o. 1020-90) S-^mSl 0%t::^&J;o(::^ 
$4>t*liftS5 0U/ml<0'<::ivUyGt 5 0/z 

5%m;<r-xit». 3 7X:T'^«L/v:. 
[01311 h^yx^x^'vg yiOmBtc, awa^?- 

«>24'>x;P7'l'-hfc:i. 5x105 eel 1 s/w 

e 1 IflfflLTfcl^. LipofectAMINE (ffi 
q'frfe, GI BCOBRLtt. ;i&:^'D^^No. 26300 

-61) i^LXVyyxy x.i^iyByi^'itz, i- 
=3r*>t>. 1 '>x;PJbfc 0.40//! <0ftlllllJt^*O p t 
40 i-MEM (ffin°tfS, GI BCOBRL. ;&^07'N 
o. 31985-07 0) tCP;K-^'-7"^X5K10 
Ong. Ga 1 4-PPAR^'<^'^'-l 2. 5n 
g, rtSS3>'h-a-;Pi:LTc7)pRL-TK mS, 
^) 200ng, ^^'JTDNAt LTpGEM-BZ 
f ( + ) (ffiifb^, roj(if^^ ij9urno, P2 2 
71) 287. 5ngi:Lipof ectAMINE 
(ffiiPtffe. GIBCOBRLtt, iJ^\3^no. 263 
0 0-61)2. eu l2rJ:<S^. 17 0. 2/i 1 
OOpt i-MEM (iS^&«) i&jDi.. PBS (Pho 
50 sphate Buffered Saline)i:0 
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pt i -MEM mst^) Tm^Ltz±§mmzwML 
fz. 3 7x:T'i6i^ra^#a. :^mm.^imati-c 
DME M- 1 o%mm ■ r=¥x b 7 y^m^nkmm 

mS,^. HyC lone, yfr^a^m^. SH3 0 0 

68. 03) {zm.mL. 3 7x:x'2mfs\^m. mm^ 

[013 2] PPARaTd':^XhigttKKL-C»i. P 
P A R a {CJt LT ^mZ)Vi^ 7x7 -Hfjie^fi^lr 
m^-Cthmimt^fiy-lA, 643 (Cel 
I, Vol. 83, P813 (1995), J. Bio 
1. Chem. , Vol. 270, P12953(19 
95). Proc. Natl. Acad. Sci. US 
A. Vol. 94, P4 312(1997), J. Bi 
ol. Chem. .Vol. 272, P3406 (19 
9 7 ) #{i) 10 IX umS!^<niVl/y X 7— fe'vStt^ 1 

00 tLiit^mmm^Q. i. i. o. lo// 

[01 33] PPARrTd"-.XhtKLT«, PPA 
R r test UT*«fc:;P V 7 X 7— fe^ie^ oC^PSr^tt 
X'^hfSmmt^PiosX itazone (Ce 

1 1, Vol. 83, P803 (1995), J. Bi 
ol. Chem. , Vol. 270. P12953 (1 
99 5)#!!l) l/iMaani%l'>'7x5-Hfa5tt*10 
Oi:L/v:^*5%BM:^0. 1, 1. 0, 10/xMaS 
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h^mmmm (in vitro) --m. ( i ) t 

[0137] 3T3-Ll||gMKTC0-f>'X»J>-$i|^ 
t i h i^)VZl~XaM^ii^i h T N F a IfiVmthM 

<m^i.zi,'omLtz, 

[0 138]BB^. ^^X3T3-V.limmm{± 
10 B4«OT) i: 1 0%4^llil»5r^tf^^;l^ y 3iS^>f - 
^^;^tSffl (DMEM) t:®SL2 4J?v:37-yy3-h 

^\,z2BfS^mLtz^ {^<nm^im-TLfzUi:'fiit 
S^OHBfc Ufc) , ( 1 0%'m 

iaiillt, 0. 5mM3- i s o b u t y 1 - 1 -me t 
hy 1 — xa n t h i n e , 0. 25/zMdexame 
t has one, 1 ju g/m M yX'jy^^tfDME 
M) \.Z-mLXAOmW^htz, ^jlJI#2BBTl 
0%WaJlll?t, l/xg/mMyx»jySr#tfDME 

20 M(c^tf0c«iL, ii-{tgss4 B B-c 1 ox'^mMm. 

5 0 n g/m M >'X y y^-iftf DMEMfcr^aS^L 

7Bat::. 1 0%4^|&jeifil?t. 5 0ng/mM>X'J 
5ng/m 1 hTNFa$^^tfDMEMfc*|«HB{t; 

Ltg* L/v: . *f6BBfl:^{i D M s o \zmm 

Ltz^. DMSOi7)^jgS*i0. l%fc:5:&J:3^«tfc: 
aiJnL/c. ^^bS^9BBtc*»H^k^Sr-^tf^^ 
^7BBtP««<^«fc:3aSL-t. Ja±<7)«»tiJV^ 

30 U/m 1'^::^>'»J>'G, 5 Ojug/m 1 8gK;^h^rh 
V>^^/y•&»t, m^l37X:, 5%gajS;yx4'-Cff 

=3r->7t. ^flji^i 1 Bmzm<nmm< awr^ 

ffi^2%^Jlil}tT;l^y$y (BSA) 3r^trDMEM^ 
mtC^SctftL, A'm^mLtz,mm:^L. 0. 1% 
BSA, 180mg/l^^yP3-;:^?r^ftfKrebs- 
Ringer buffer (1.2mM KH2P 
O4, 4. 7mM KCl,118mM NaC 1 , 2 
5mM NaHCOa, 2. 5mM CaCl2, pH 
7. A) Xtmm:W»L1Z^. 0. 1%BSA, 180 
40 mg/17';^3-X, 0. 5ng/m MyxllyS-^ 
tfK r e b s — R i n g e r b u f f e r 2: 1 "^x^l^ 
^ti*)300u\m&L. 3 7t:, S%\mi!fXt^3 

;P3-xiiJg{i^;l/3-xc I ixxbvn- (ft3ia$ 
IPl^tm) tioTSl^Uv:. *l|Bftfk^ ( 1 Om 
M) <^)«Stt (hTNFaie^SROi2>?'fl«0<Oj!?l^ 
ffl) {ilStt^Mfl:^ (Pi ogl itazone 1 
O/zM) <?5«tt2r 1 0 Ot LTfflWfiT'^L;';!. ^(r) 
tg*i&^3 [*3] tc^. 
50 [0139] 
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37 38 

*rtS4-L, 3BB^7)iliiSffl*i30 0mg/d 1 irmiti 

L. IB IE. los^n^^Ltz.miiiBmz 

h'E-rXhvrJ-at/NEFA-CxXhvn- 
(«BKI«!t« (ft) ) Srfflv^-cai^U^:. m<r>n=7 
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[0140] [5Sii0S3 ] fll^SltT^l'V'^X ( ST 
Kit (in vivo) 

St r ept oz ot oc i ne (S'YZ)Wt\WSk 
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